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^ (57) Abstract: It is intended to provide a medicinal composition for treating chronic hepatitis C characterized by containing at least 
one active ingredient selected from the group consisting of IL-15, myeloid dendritic cell maturation stimulators (for example, CpG 

00 oligo deoxynucleotide, GM-CSF, EL-4, LPS, CD40L, polylrC, TNF- a and IFN-r) and lectin-binding substances (for example, 
mannose carbohydrate, fucose carbohydrate and antilectin antibody); and a method of treating chronic hepatitis C by using such 

fO active ingredients). In the above medicinal composition and therapeutic method, it is possible to use IFN- a together with these 

^ active ingredients. 

0(57)S*G:*£EI*. IL-15, HXQY Km^ttaBtefi£!R$liaH^ (GUIS, CpGt'J^ft+^^l/tf 
O K. GM-CSF, 1 L-4, LPS. CD40L. polyl :C, TNF-afcWl FN-r) &lf\s<7?>& 
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Cm^JVX (HCV) », 75tr^;^775U-ICjRr*-*«5r 

Hcv(z^tnittoft<b»«:4MKB. m&jF**&m«*j:tf 

»«**6HCVt«Mrt-«j8W*i**. £©B«i®fca&fc f Sft. *tt H CV 

n&nwa awpn- 1 5 2 2 3 !) . £0**ttiFN-a tJ :** 
swat jfcitUTH c vmmvmm&m l < awn,**, ^int®^^ 

A«tlT^:t?ii (Proc. Natl. Acad. Sci. USA 92 (7) : 2755-9, 
1995; Science 258 (5079): 135-40) . Cft*T(D«f**&. SttHCVW 

(J. Immunol. . 169 (6): 3447-3458, 2002; Clin. Exp. Immunol., 109(3): 
451-457, 1997) , HCVtti^O^»f »JLT^§^^^ 
HCVJi, m*mm*&m$iktti<T*ZtK±r) (J. Immunol 

162:5584-5591, 1999), *fcttCD4*J:tfCD 8THUM»tfi»f *Ci 
(J. Immunol. 169:3447-3458, 2002; Hepatology 33:267-276, 2001), 
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Hcvof*««ife©as3ftw«©iott» Hcvwmftmm (do mmzm 

&&£i§oW£ (Banchereau, et al, Nature 392 (6673) : 245-252, 1998; 
Blood, 90 (9) : 3245-3287, 1997) . MmfoSIflSte, itLTSxnK 

SMttttilfi (MDC) «, ^'f;WXK:^'r*-^45«k^-^T-«JfijS«F©M^ 

L-12^cttTNF-aML, «3feWfcTh l*«F*SI«-r*. 
vjffllS^ 0J>/W&) WRflUB (PDC) £>Ol/;*fcflB3Srr*£:*:fi 
10 ©ISI FNSttHib, $ilTTh2lttlt^itl). 

gttHCV«Sfefc;fcV>Ttt, »tt«Wia©TjBllfijH*tl*fc^RS^*-5C:t^ 
£nT&D (J. Immunol. 162:5584-5591, 1999; Gastroenterology 120:512- 
524, 2001) , Z.<DZ.tfrt>, WIH^HC VCi D^$tl5MWf 
fcH#UTVi*Jli:5&5^SnTVi*. WBM (RT) -PCR£/8V>fclK:3 

nws. ::©^Ttt, Hcv^mrt(rftAtTv^©30\ -e-©g 
®{c#«UTV»*^itT?fe«©^*W«iK:'r*J:tttT€r«:Vi 8 HCV^jfaW 

tij^m^nx^tcufi, zti£r(D£z.?> t \t*?n®m#m&9r'7±y who 

#R8llfi«I FN a TMtStMI CA/B^Ib, N KIWIS fcfiHtft; 

MHC^77 I BHtAfitfe«ktfBfil (MICA/B) tt, N 

KWi^^T^^f-f ^©»iiai^->^;i/Sfiarr*NKG 2 d©>j #> k-c 

25 »ffl0*W»fcao3te^J$©^5^Tf*S. NK«ft©Sttfl:tt*fc, ffi* 
©1M h#>f>, W^tf I FNr *&Wr*ctfcJ:»3, «<3i0^«*«Ffc 

(DsEftmmz&^xmmisnmw, £<<o±.&mmmte, th*Mh*fiuv 
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nTVift. Lftifi-oX, MI CA/BttNKMttSflHt-ftrrsjiticfcQ, ^ 

CSUHfcM/l,;* (HCV) *ft«#r*A#fc*^Ttt, IFNalll: 

Immunol. 170:1249-1256, 2003) . +ttt>%, WHCV«k|«|c^T«, 
#««BBfc*W*MI CA/B»£©*R#NK|Blfc®«Ht, ^«<TM 

#*Xltt 1 : #H!5¥ 11-152231 
##W£lRl : J. Immunol. 162:5584-5591, 1999 
#WW?Cffi2 : Gastroenterology 120:512-524, 2001 
##W\S:itt3 : J. Immunol. 170:1249-1256, 2003 

15 

fc«kOSI#$n*MI CA/B»S©^-XA*W6^fc-r*CtK:J:0, ft 
1tHCV<m^TftftXOitmi, ttCfflMtMU If® 

*»«#&ia. «ttHcvmMo«miHfi«iL-i srmm-rzt, m 

'>i-H^^*«ttPrt*!^^ (VSV) 14. *«© M ' 
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-r&frtp, *m*m, il-is, $xD-fF«iMisiiTOi/ 

5 *mw<D&$.L^mm\z&ntf, i l-i sz-smtz, m&cwift&zfem 
■tztztbvmMUj&m-bmmnzo &&l<\z, i l - i 5%$gtz>*%w 

te-g?^fc^TI FN-a <h#f/B£n3o »£b<«, SXD^f FIWM 
15 CpG^U ^x**~>*£l/^K, GM-CSF, IL-4, 

LPS, CD 4 0 L, polyl : C, TNF-a ^1 FN-r 

20 &ttir%*%w<DMm% m&cmM-&<Dfem\z&^T i fn- a tmm 

mMm&&zttti'??yfom^tez®£K}MiR2tiz> a 

£tc, *%mz, il-is, sin-f HiMMiiirat/i/i'f 
yfeGmm^izzm&vmi-znz ia^±©?sttj&#£^3tt5, 

Sfc, *^BJ«, IL-15, $XD< FIWMisMl^^l/^? 
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mm<DffiMKm.m 

m2it, IL-l 5*5«fctf I FNa CiSMI CA/BO^®0^^f, 
03«, I FN^fcttl L-l 57?»L«iilij:^NKMtt 

10 B4«, I FN a 3-fctti L-l 5T?««Ufc»R«ttfc«fc«NK«JftStt 

H 5 tt, I L - 1 5 ti§NKli«^m(D^^^ 0 
m6«, I L— 1 5t»LfelWiNKtt« h7>X^lHT« 

15 H7tt, ftMICA/Bft#fcJ:*NKiBJftfiH!feft©fitF*«1-. 

H 9 tt, I FN a TiiL&Miiecj:^ I L - 1 5 ©g±£^To 
Hi 014. ttIL-1 5tt#*ftB«iL-15Rott#l:J:*MICA 

20 HI 114. I L-l 5TML»ISias I FNa/^ 0M^t. 
mi 2*4, irCI FNa/jSRfciftfciS I L-l 5flg*ttMI CA/B05gg 

HI 3*4, HCVi^It^iMt0i4.Jc^ ( ^Wl0t§St o 
H 1 4 14. MD itfP DCfcya- W^VSV-E1E2 ttt&Lfc 

25 

■ 1 5 14. M o -D C fcS^a- K*-f 7 V S V-E 1 E 2 tMUfctt*** 
H16tt, MD C, Mo-DC^cfc^PDCfc^tj-^HCV RNA©3 fcf— 
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5 g|19te, y a- F^^ yv S VOMD C^O»&gtY>t >®^5 
0 2 0\t, He p G 2 tt a - F^"f ^ V S Vi^i:RgtT>t 

io ^a^MT^fefe^i^Mi 

»*#36» e cD-y-f h*-f >«ltmi CA/Bomm&m 

s<tco $mMi\z*2nz&5\z, mmu^- <Dmvmmz&\,*x\t, ifn 

15 a, I FN/3 SfcttI L- 1 5fc<fc9MI CA/B0^I«^n§^, H 
CVii^Sl#©^miCfeViT«, I L - 1 5(CckOM I CA/B©58SjW» 
ISns^, I FN a SfettI FN j3 !CJ:oTttBHISnttV>C «h^v^3 
nfeo SSfc, HCV«»US*©»#»ltt*I L-l 5*rjW*r*i:. NKtt 
OIMWWIFNtIWLL «^J4f-^^T^ 

20 ^tl^iaiC, ttfiffcH*— ©«iifJ®£I FN a tlttt^t I L-l 5© 
ft* J&», H C V«»M ©*fttfflteTtt»*£ttfcV> £ t3ft«W 6J&» 

t^ofc. £n&©*s**>&, Hcvmm&mfrzomvtmmz, i fn a © 
mmzkv i L-i ss^rsti^^PSSFssttTViSfc*, mi ca/b© 

25 z.tafitofr'ott. z.<Dz\£&, m^ucvmmmm\z^riFNammz^ 
x> h c v ©«ne^ HstTf feo»©i^5m^n^. 
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i l - 1 5 a. TmmwommzmtzmTt Lxmimzmmn, t h i 

L-15©cDNA©BWtt«ftStiW* (Science 264: 965-968, 1994) „ 

j-j-a.?^?- (nk) mm, 33£W)>m%mt*?- (lak) mmo 

&Zo I L - 1 5OmRNA^<0»!^^TiS$tlTl^^ 
^D77-^*^T#<^$tiW^ 0 -r>h^f^V^T«, IL-15 

o m%:<DWft\z£ D, I L-i 5«sSo^ynt^ft5tj;i:ii$iEi: 

ftTUS (J. Immunol., 169: 4928, 2002; J. Exp. Med., 194: 1013, 2001; 
Nature Immunol., 12: 1138, 2001) . ZZlz, i«|^£tti|i9l[!:^t 
TIL-15^1, Z<nzt\z£Vft%M'fflmmzmm'tZ> (J. Immunol., 
) 167: 1179, 2001; J. Immunol., 169: 4279. 2002) , LfrLtztft,, mmm 

&NKMm®mmmtz>mt)\zMLTi l-i sm^omm^R^t^m 

tt^l:MICA/B-NKG2DTOilift#LT^5^:^nfc„ I 
> L - 1 5 liNKMWB? t bt^ItS ^ t^^tlTVifc^, *^1C^5 
V>Tte, I L- 1 5^tlg#ttNKlte«j^L T Zl«ftf|y^L Tl5 

*%WT»m>% i l- i sas^o^t^o^-scii^Tf^^,, mx\t, i 
l- 1 5$:^-r^wjg*«^m^jg^ L> mmm^ i l- 1 5^ 
mmmrzzttfT^z. il-is«, f%m<Dmfc?mm m^u, 

IMhtz Science 264: 965-968, 1994 Kfem©13*iJ) KS^T, 

mz^T^nttmz&vu&m\zmmz>z\tt^z>. z.<d^\zl 

Wtmm<D-® (Mz.lt, l~3 0i, l~2 0i, 1-101, ihwhc*. 
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5fi) , i~2«>7$/$$§g) tfx$L&rc\zmWi2nT^Tb£.<, mor 

$S&Wfflifi-m (WAtf, 1-3 0R 1-2 0E 1~10<@, l^Rfl 
M, 5®) , l~2I®75;tIS) #ASnTV>Tfc«fcK Sfc, ^CD 
»«£«JlfcS«8*^bTV>T i b«fcU. I L-l 5£3-KT5iE?!l, 
5 (flIAfcf, 1-3 01, l~20flS, 1-10®, («. 5 

®) , l~2ii©mS) ^**fcttflMft$nTVi*K?!l&**rSDNA&jfia 

* * - m * c n**R^% * fc »jsc^«mniet o v>i" 

fll, 3' X>A>U— #*^WC*>«kV>. ^n^-^-OM 

15 £LT&, jSC«£«M&£*T^**£K:tt, blayn^-, cat^D 

^MCTKyPt-^-, SV4 OOT^P^-^-, 

R322, pUC 1 1 8, PUC119, AgtlO, Agtll, pMAM — 
20 neo, pKRC, BPV, VZ^-J, SV40, 2-5^D>^Sn5. 

25 I L-l 5*38Sf *«k3fc83nfc^**-tt, b7>77*-^>3>, 
h7>77i^^a>, D>yay-y 3 >, 7*nh^7^h»^, xl/£ hn 
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0ttiM.S&X«BftU ««f«CilcJ:D. I L-i 5M****£fc# 
«<5 0 Htm, it^X»^n^h^ 7 ^- HPLC, -ft>^n7 

«©*»««. HCV«fcMHc*vrc. ttJR J: 0{£< , tftejff 

7*ae«T»«tfe^oL-H^-r^*^ttPrtift^;^ (vsv) 

Vtt, yy->SKtSfiR (GFP) U#-*-fc^£*©yyA*fc;rrs 

3fc. S/a-H^T'VSVtt, HCV*j(fr-<7*©Ht-l:S*t*MDC* 

(Mo DC) PDCfctt«ALfctr>£i 

fcMD C \Z \$!&$kLfc\t> Cti&mBfrtfc? Tco 

£L<«, ud^ FIMlMISlitlfli, *ttci!ff&©i&*te$5V>T 
I FN— a tmLTRteZn*. ^iD^FIiMMUfj tt, 

pGt'J^^i'WK, GM-CSF, IL-4, LPS, CD40 
L. polylrC, TNF-a £<ktf I FN-r 6*1*. CpGtU 
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jk<Dftmt*mm?2>mtiz%Tz>zttf%i*>tiT^z>o *%w\z&\,>x\$, c 

5 VSVfcm-*MDCOSStt§ffiT$'e-fcC:t*JW6*^^ofc. GM-CS 
F, IL-4. TNF-o^IFN-rU^fftfe, tii8^J&*>5ttMfini 

po i y i : c&, w«©stt^bs : ftbTck<^e»nTv^„ ;ine>©@ 

HT, I FN— a ^fc«UAk , U>tI^foraV^ui^§5. 
#8U3# MD C±© l/^f^t^f^y a - H^^ / V S V« 

15 A^tTttgMi"J^mfcbTV^^<h$:Bje>^tUfCo 1 2 £^2*1 

->a-K^yvS V-E 1 E2©MDC^©lAli, ^>^->^J; 

>*#£?£©«sftyi c t t «t u , «ttci!iH : ££j&srr* n t# 

20 ^TSH^^LT, HCV£MDC±©V*?>^W# : f£©*I£ftUB£ra : 

SfF^©^fc^UT, i fn— a *fc»y;tif u >£fc*fcfcirrjBV><52: 

25 

ttj*«uw*H : f»^/*fcttV'^^>«f^tm. $ t>\z&mzfovx ifn-« 
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factor**. mmmmtLTmztzm&t, *omm*>K 

iSttrt^SO. 1-9 9. 9ttXBt«. ft*, *»»BTfflVi*8Ht^3jt 
5 mn®Jfm\Zi$, IL-15, 5lD^F|«lM|i Sfj SfzlZU 

swttferc, ah. nfe*^^, tt-j-tfr, mm, mmm, 

#ma&*m\z\$, IL-15, 5in^f H«^««»a^, 

io V9*>*&mx*, m^mzmhoz®®, mm, *»**», Mm » 
15 «», jiMtsfcrwctto^k^^T. mm, mm, mftimmm^amm 

25 mz, «FftU>ftiMZ>*tttt. IL-15, UD^FIMlMUBf, 
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-at, I L - 1 5, $xn-f KSmMriHRtiMftH?, $fcttW^>Jg 

-5, ra«ft, sfcaajfcwica^sn*. £«#©Hfc8Ba>5»*j3©'r>* 

10 kg*fc0, #510. 0 0 lmg*6 1 0 0 OmgOKSH, ff* U< 

tt»0. 0 lmgfr&l 0mg©*SfflifcS«fc"5, 1 Bt 103^6 Waa^-T* 

#3!91©Mtl«£fc, INF-ni, INF-a tOi^fet^t)t}& 

^ » fll 

20 t±DIWESn* , b©TttfeK 

1 - 6 fcfcHT «OT©*T»*J:tJf*fls*«V5fc. 
(A) PBMC^6©¥3»ft*DC©W« 
1 5£©«fc#7>5V7*3J:tf2 0£©fittHCV&SfeJSW*ttift#£L 
25 fco T^T©HCV«{»*#tt. JilifiHCVfi#*J;tfHCV-RNA®^ 

fr-ofc feMmzsh$i77=.>7$.; h5>^7i7- tr (alt) i/^ 

JP£«L-T, HCV«|feM*«JE^fettjff||8g|S©S«fc«tt) 2t)©»K^ 
ilLfco «rt*tt*fctt3C»»ttALT±#*«UfcA# (n = 10) ttCH-1 
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ntnmU 2*BU&teALT*mil®}Z*\,itto<Dam (n=10) I4C 

h- 2 tmLtc. ®mtL#7>zrj 7&&umHcvmmmm<D*mmik 

I^OmfcPBMC^^ (Sigma Aldrich, St 
Louis, MO) (DSlOffMB (1. 0 7 6, 1. 0 5 9, fcitfl. 0 
4 5g/mL) T&fc£«ILfc„ *«fc»«SnfcJ|l«*^+JiB^ft 2 4»> 

*mmm\z 5.0x1 0 »«/*:^©*dre»«b&. 4 5 # m 
-hvtc&, mmm*itMiL, io%pcs, lou/mL© 

^-yiJVXhuyh^^ 2mmol/LOL-W5>t**, G 
M-CSF (lOOOU/mL, *U>lf-*) , *U:tfIL-4 (5 0 0U/ 
mL: St rathmaim Biotech. , Hannover, Germ 
any) mfthtcT^ Xn-?&^-? mm (Gibco-BRL Li 
fe Technologies, Inc. , Gaithersberg, M 
D) *Tig*Lfc 0 DCCfijltiTOfitl^^;; I FN a (&£OX) , 
IFN0 OIW , IL-15, IL-12, IL-lSfc^tfTNFa (R&' 
D Systems, Mineapolis, MN) , 
(B) DCfc*l**M I CA/B»7D-^ M MJ:9*r 
DC (5x10 s ) ft, itMICA/Bt/^n-^St# (6D4) 
(Science 279: 1737, 1998) £ t%tC4'CT3 0M >*^- h t feo ^ 
20 \zmteZm&L, FITC 

-IlT^WlgG (BD-Pharmingen, San Diego, 
CA) ^Wit I4 ^3 0^>^^Mfc ( »!ClBtt*2iai(fe' 
*U 2%/^*M7^rkH«atlfc. MlttPACScan^f 
A (BD-Pharmingen) ftffl^T7D—y--r M h l)T?##rL, CE 
LLQuest (mm V7h^I7ftfflViTx-^«fftffofc. 
(C) RT-PCRfc«£SDCT0mRNA^S©##r 
ISOGEN ty#>^» *m>T»RNA (Ug) ftfc&ttJL, 8 Op 

fM^HHU 9 5t7?5» >*3L^~hL, 7k±T*MftLfc, 
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m&m* 5 Ommo l/L®Tr i s-HC 1, 7 5mmo 1/LOKC 1, 1 
Ommo 1 /L0DTT, 3mmo 1/LCDMgCl 2 *5«klXl 0 0UOTD~ 
-^X5ejfa?Pl^-r;l'7.UA*-7 l h7>7 > ^U^— fe* (G i be o-BRL) 

5 7 0«CT1 5^MJn»-r4Jltk:«k0iEJ6*ffJhS1i-fc. W&nfccDNA*. 
1 0 pmo 1 ©#fe>*fc<fctf7 y^-tyT.Zfy^^-, 1 Ommo 1 /LOT 
ris-HCl, 5 Ommo 1 /L0KC 1 , 1. 5 mmo 1 /L©M g C 1 „ 
#2. 5mmo l/LCf^^^l/t^FHU^, ££#2. 5U©Ta 

10 ^W7-f?-^^:MICt>7: 5' — ACACCCAGCAGT 
GGGGGGAT— 3 ' (K3WI1) ; M I CA7>^ir>^ : 5 ' -GCA 
GGGAATTGAATCCCAGCT — 3 ' (EBI#*2) ;MICB7> 
^•fe>7>:5' — AGCAGTCGTGAGTTTGCCCAC — 3' (@H^IJ# 
#3) ; IL-1 5-t>7. : 5' — TAAAAC AGAAGC C AACTG — 

15 3' ffim*k4) ; IL-157>ft>X: 5' -CAAGAAGTGTT 
GAT G A AC AT — 3 ' (g&Wf5) ; IL-1 5Rat>X: 5' -G 
TCAAGAGCTACAGCTTGTAC- 3 ' (SB^JS#6) ; IL-15 
Ra7>ft>X: 5' — GGTGAGCTTTCTCCTGGAG — 3 ' 
(E^IJW 7) 

20 *i*iyo b3;Wi£TF© 5 : gtt (M I C : 3 5it-f^;P, 9 5*0, 

6 0S>M, I L — 1 5 : 3 Otf-i &)V, 9 9*0, 6 0W, IL-15Ra:3 
51M^;k 9 9^, 6 0M , 7n-U>^IS (MIC: 5 6*0, 

6 0#PI, IL-15 :601C, 3 0fR I L- 1 5 R a : 5 5X1, 3 0# 
W) i3iWfi(MIC:90m 7 2^, IL-15^IL-15R 

25 a : 6 0#P£, 7 2"C) , 

*N»£LT, G3PDHfc»Sft^7<7-:-fe>^ : 5' -GCCACC 
C AGAAGACTGTGGATGGC— 3 ' (@B?iJ#^8) *5«ktf7>?"fe> 
*:5' — CATGTAGGCCATGAGGTCCACCAC — 3 ' (@B?>J# 
■if 9) */BUfc. 
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(D) ftff#ft##r 

5 

HISMi-i. ^s ^>t:j:^MicA/Biag)Mi 

*«DCfc*UT, h*-f >fc±0MI CA/B3W»S»$n«*>5 

ft*®**:. m&Vir- (N-DC) ^ttHCVMMt (HCV-DC) 
10 fr&®**A*DC*Ml, »««6BfcIFNo (lOOOU/mL) , I 
FN0 (lOOOU/mL) , TNF a (lOng/mL) , IL-12 (10 
ng/mL) , IL-15 (5 0ng/mL) , ^IL-18 (20ng/ 
mL) T»24^|iMLfco Sfct, M h U t)M I CA/B^S 

15 JEfcfcF:*— #6©DC (N-DC) «, IFNo*fcttIFNj8fc««L 
TMI CA/Bft5fiabfc3&J f HCV*ftA#3^6oDC (HCV-DC) HV> 
fn©«^t,MICA/B*5Babft3ft»ofc. IL-15«. N-DCSiffH 
CV-DCI^T, W6*fcMICA/B«»«r*i:t*fp#fc. CWc* 
U TNF a, IL-12, gfctt I L- 1 8 »M I C A/B»»«|*l,fc# 

20 c>£ 0 

%flfefl8l-2. MIT A/ B mRNACDRT-Pr.1?^ 

MLTWDC, IL-15 (5 0ng/mL) TlHIL&DCWtfl 
FNa (lOOOU/mL) ^JW«L&DC*&*n*n*RNAfc#*U R 
25 T-PCRiaDMICAmRNA^MICBmRNACD^m&i 

gjgfl 1 - 3 . A T. Tffl^t7 )#te tc ££M T C A/B gSSP.OffiiS 
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mmtlFI— (n=l 5) (HV) , gfcfcALT*^«ttHCV«R»Jft# 
(n=10) (CH-1) , *«fci;»«WaiE*ALT^;i/S:Wr**ttHC 
ViMf (n=10) (CH-2) ©MCDMI CA/Bf6S*Jt«l/fc. IF 
Na L-l 5T'Mb£DCCDMI CA/B 565*7 0-^ M h 

5 UfciOWK, #yf^«C/t- fe>h£l/t*bfc. »**|g 2 fc^l". 
0*. *¥/t-fcW9«:. IIA-USDSJIU *tep<0. 0 1 £3*1". H 
CV-DCtt, IFNaTiilfcirf, ALTS#©^fC^t>e>TM I 
CA/B^Il^ofc. uCDCtft, HCV-DCI:*V>TIFNo$fe 
ttl FN£ tjSSnMI CA/BWi£^n^l^t«, IFFHOlitt^ 
10 .^BHT?H3ftV^tftw*-r*. 

&8B0!I2. I L - 1 5 7?iW«UfeDCK:J:^NKIBI6%ttfe<0g'ffi 
*BUSJ&A?7yfe-f:fc«fctf I FNt JSKTy-fel'&JBVvt, DC(c«k^NKii 

15 ftfcfcK:*— OPBMCyd^NKMML, NKIISlOitBfifliA^f 
JlorSIKU JfcfcfiB&Cna-f KTSlSftUfc (StemCel 1 Technol 
ogies (Vancouver, BC, Canada)). 9 0%i^± 

ttCD5 6+CD3-U>/«$T?»-3jfc. aMBUfcNKjffllfi*, 2 4£x;Hg« 
M (5. 0 x 1 0 5 <E/«?x;W) "C, 1 0%FCS*3ct^l 0U/mL©^> 

20 U>/*hW7>T>r5/>£:]«asL&RPMI 1 6 4 0WtiSilfc. ft* 
fc{S# (N-DC) SfcttHCV«»ffl# (HCV-DC) frSODCS, IF 
Na (lOOOU/mL) SfcttIL-15 (5 0ng/mL) T'2 4Hf B 1i|[ 
U 1. 0 x 1 0 s ffl/mL®*«T»7x;Vfcljn*, NKtttit>C2 4^fFI 

25 Mfi»#7yfe-rttaT©J;5K:bTffofc. 51 Cr«lMM (K 
5 6 2) SNK/DC*** (h7>7s7x;Uv7.7 L AT*, ttclZtebT) , £ 
fc«NKttWtT, ©X7 x£ *-/*«JfcT?4 ttWK >*^- b 
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%®m= wm<DM®m-smm) xioo/ mt&m-Mmm) 
5 NKmmmmi fn t ^woi^fcutT^t-fUc. ±>$©£ 

O^DCtt%\Z2 mmmmvrchlKMM*, lOng/mlOPMA^Ilt 
1/imo l/LO^t/^>» (S i gma A 1 d r i c h) £tfcfc>f> 
+a^-hUfc. Ul/mLOGolgiPlug (BD 

-Phanmngen) ©#4TT3 7tT4»>+a^l>lfcE NK 

10 M&PEilCD56t^D-t«T4t:T30«fiLL 

Cy t o f i x/Cy t ope rm (g&fgM) Mft (BD-Pha rmi n 
gen) T1ST15«IU JfcfcF I TCHH-ft I FN r *zJ t>U- 
i-JVm (TOIgGl) «fiL-fc 6 JfefeLfclM&&7n— U-f MhUT 
##rLfc 0 7D- *M M hUfc*KJ"**±aWR©j»tti FNr *56SfSC 

15 D 5 6 5j?>?xW 7»IIfi£jKf. 

IL-15ilN-DCtife[l^ilfcNKtt, ft^CIFNai 
iDCttfefc^tfcNKIJltt, H4*<Z>S£*?K 5 6 

^LfcHCV-DCSNKtt^ttibt^, I FNa T«i^fc*<&fc« 
20 NKWfifiHtfcSiRSfcfrofc (B3$3«J;tf4) . 

WfcfcWibfcNKIBJft*, 5Ong/mL0IL-15ii 

t>fc2 4«pffl«*U »:K5 6 21»«WI FNr I4$7yt 

-fL-fctCS, I L-l 5*na#ttNK*»*gtt-fb-r«C2:A«T#&^-3fc 

(0 5) . Ifc^T, I L-l 5*«NKIifite*»«|3Bi**2fe«t-CDT«&^ 

25 

*fc.-»fcfcJMILfcNK«BiIL-15 (5 0ng/mL) T»bfcN 
-DCt&. 0. 4 jumcff AR*ffiUt»ilT*»«l, NKiHiDCt 
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*©JiJn£^£fc^tjfc. i<o:tli, i l- i 5TJW»snfcN--DCR:<k* 

6) . 

i 

5 H^J3. NKliMl^tt^MI CA/B-NKG2D^5M(Dia# 
I L - 1 5T«2ft£DCT*fi31$n3M I C A/B^NK«fiH4^{^| 

NKM£, N-DCSfcliL-1 STMbfcN-DCit^fC, iaM I C 
A/B^/trU-i-JVmW (6D4) , JrCNKG 2 D*/ £ 0-±;i/irC#: (ID 
10 11) (Science 285: 727, 1999; Proc. Natl. Acad. Sci. USA, 96: 6879. 
1999) SfcteMU gG©#ftTT2 4W^tt, NKMm<DMMmMfe& 

£cktf i fn r nttzm^tco 

i^fgttfcNKMB, mmmffimtKDMMZTKZtefrvtz m7) . *&, 

15 I L-l 5tllLf:DCI;J:5NKtt0I FNr g£©itJnte, NK/D 
C N \ZtnM ICA/Bt/^ D -^HftftS: «£xN K G 2 D y £ □ 

-^-;i-in;^^tlP^fci:#fC«^lC^<^ofe (08) . N-DCOftt)0tCH 

fl&Xtt, I L-l 5T?JW»SnfcDCK:J;*NKIBIJa©Stt^btt, MICA/B 
20 -NKG2DffiSf^fflfcft#*rS21t*w'r. 

3S«B014. HCV-DCfcj3fr3 I FNa/fl fcffrgbfcl L - 1 5©g&g> 
Ml 

N-DC^HCV-DCS, I FN a ( 1 0 0 0 U/mL) T*2 4l$f8J3H 
25 SKbfc (#»fc-3^n=5) . «-«H±tS+©IL-l 5, I L-l 2p 7 0, 
TNFa fccktfi L-l /3 £, ^Mft^y £ P-^A*t#©*f*±r«ajftiLU- 
-f h#<>«tlpH»£/BV>T, H*B+r>M y^EL I S AH«t OSO^bfc (IF 
Na/j3, IL-12p70, TNFa, &, Endogen, 

Wobum, MA; IL-15, BD-Pharmingen) . £ft£(DEL 
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I SA«©ttffl©|iB|WW«[ttOT0t*DT»* : IL-1 5, 3. 7 p g/m 
L; IFNa/jS, 17. 5pg/mL; IL-12p70, TNFa^ 
IL-1/3, 8. 8pg/mL. 
IFNate, N-D C\Z&\,)TWZMZ I L-l 5 <Z>m*k&mMLtctf, H 
5 CV-DCfc^irnilL-l 5 0K4ft»3IW-*C:t3&tT€r)a:^tjfc. I L- 
12, TNF a, IL-6^IL-ljJ0i4«, N-DCiHCV-D 
C£©KT&^£ffiaL-fcj&>o& (09) . RT-PCRfc«kD I L-l 5m 

RNA©5fis*astfc»^ic>bra*(otj*3&s#6nfc (x-^si*) . 

Cft &©»*«, N-DCTttIFNffOMl;J;f) I L-l 5<DM£fim 

mffifflS. I FN a TJMatUfcDCQDMI C A/B%gfcfettS^- )J > 
I L - 1 5 ©BB-5 

IL-15«. I L-l 5©fc©©#gft a M (I L-l 5Ra) , IL- 
15 2Mz7*-j8 «*5«fctf;WcS© r «^6«^nShU*7-I L-l 5Utt 

V>3. I FNa*JkhDCm* I L-l 5Ra <Dffll&mBtZfrEfr& 
m^tztblZ, f»RT-PCRilJ;(3IL-15Ra OmRNARSS 
W^fc. I L-l 5RamRNAttI FN a T$!l&LfcV>D CTfcfgmSftT 
20 I FNo T3Wat-r-5tN-DC*«fc^HCV-DC©U-rnte*ViT 

IL-15RamRNA^777'l/^l/-^nfe (5*— ^£1") 

0 ZVZtfrZ, HCV-DCII^TIi, I FN a \ZJ&&T& I L-l 5© 
38=£fc«*R8#&Stf, I L - 1 5Ra ©fgSI&^Tte&^t^T. 

N-DC£, ft I L-l 5 trt#: (3 0# g/mL) S&ttfilL-l 5Ra 
25 (3 0 u g/mL) ©#«E*fctt##«ETT, 1 0 0 0 U/m 1 © I F 

Na i:tfcC2 4«lim 70— !M M h U t «fc DM I C A/B#g 

1 CA/B»ia©¥^jS*!ME**r. 
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I FN a tMlfcN-DCW^MI CA/B©^«, tl®irL#fc 

tf— V > I L- 1 5 fc± 9&#2tt* I L — 1 5 R a ©J£tefc# 
5 &3trfc*i:fcft*-r. Tftto*&, HCV-DC^I FN a fc^SUTMI C 

L-i Bou^o^wfiWM^h^tm^n^. 

&MM%. DCCPIL-1 5jfcfrttM I CA/B%afc::fefr&:fr*-hg'J>I F 
10 Na/fl CDS-^- 

I L— 1 5T«l*Sn&DCfc*»t*MI CA/BOlil^-h^'J>I F 

N-DCtitfHCV-DCS, 5 0 ng/m 1 ©I L- 1 5 ttblZ, ft- 
I FN a 

15 /j3R4"fPfix* (3 0 m g/mL) ©#ft£fcte##£TT* 2 4 PSHJSttbfc 
(#^lCO^n = 5) „ ft«m±fflf*©I FN a FNJ35ELISA 
fc«fcDSJ£Ufc. «S**H1 lfc*T. 

N-DC*«fctKHCV-DC0ViTn j b, I L — 1 5«t^tl FN a 
^IFNj3 0i^g4$nt. SSfc, RlFNa/3RR#©#ft"F 
20 TfDCS I L- 1 5Tmmt%t, I FN a ®££#ISgttK:jflfG!l$nS}&«. 
I FN/3 <Z)g£MftJ£n&J^fc (Ell) . EOHttt, DC&IL-1 
5«5t I FN/3 WMikZn, WZI FNa/eRMiStl FN 

K\Z, N-DC^MCV-DC^, ial FN a/0 R+ftltfift (30/zg 
25 /mL) ©#ft£fcte##£TT?, 50ng/ml©IL-15T'24 ftffljftft 

-T M hUfciDMI CA/B^^O^T^«fbfec te**H12fc:^-r. 0 
*F, #tXh^7A4>0^, MI CA/BfSaoWttJfcSME**'*". DC 
££#3 I L- 1 5iWl CK/B%m*, ft I FNa//3RT**>^St 
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#©£«ETT^£fc»fflStt&. mmoiffimt, RT-PCRfciSMICA/ 

£<DZtftt>, DCfc&ttSI L-l 5fcjS#LfcMI C A/'B0fg:§i^;:^;£* 
-h£U>IFNa/j8 HtlttHC VS&Jfrtfcfc^TfcflfclSp 
5 StlT^SeitS^-r. £©|g&ft, HCV-DCfeIL-15TMt§tM 
I CA/B«^b3*fcV>3*Jim©ii*fcHW*. -TfcfaS, I L-l 
5ftDC£fiHkfbLTI FNa/13 £g££-fcr, ^MICA/B5gSt^ 

GM-CS FteP e p r oTe c h (London, UK) it&AkhW 
»CD40U2f>F (CD 4 0 L) , t hTNF-a M^I L-3BR&D 
Systems (Minneapolis, MN) LPS, polyl : 

C, V>i->&J:Xffl7# h-XteS i gma (St. Louis, MO) 

15 IMkMFN-rlt, Strathman Biotech GmbH 
(Hamburg, Germany) S»6, th'J>Al3R!WlFN-oBS 
umitomo Pharmaceuticals (Osaka, Japan) 

^^^WbCpG^-Urfx^^^^^^K (ODN) 2 0 0 6&S 
igma Genosys (Hokkaido, Japan) ^tl-^tlA 

20 ^Lfco TOFITC- PE-, PerCP-SfcttPC5-3>i? 

^-Mfc^k h^/^P-^jPft#:£ffl^fc : L i ne age (Lin) (C 
D3, CD14, CD16, CD19, CD20, CD56) (B e c t o n 
Dickinson) , CDla (NA1/3 4 ; DAKO, G 1 o s t r up, 
Denmark), CDllc (KB90; DAKO) , CD14 (M5E2; 

25 Becton Dickinson) , CD40 (5C3 ;BD Pharmi 
ngen, San Diego, CA) , CD80 (L3 0 7. 4 ; BD Ph 
armingen), CD83 (HB15a; I mmun o tech, Mars 
eille, France), CD 86 (IT2. 2 ; B 7. 0/B 7-2, B 
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D Pharmingen), CDwl 23 (7G3 ; IL-3 V^LZf?—a 
m, BD Phaimingen) , CD2 0 6 07 > J -XVtZf?-, 3. 
29B1, 10; Imunotech) , CD 207 (5>S>xU >, DCGM 
4 ; Imunotech) , DC-SI GN (120507 ; R&D Sy s t 
5 ems) M^HLA-DR (L2 4 3 ;Bec ton Dickinson). 

10 HCVK#:^J:t;HCV-RNA(DM^r»l4TfeD, »©»M;W*«», M*. 
tf, B^ffF»-r;i/X (HBV) ^.t^HI Vfc^ViTttlftttTfeSIltSfltB 

m^ffllffi^^^J:t^?tlSbfe. J*flHtbT, HCV, HBV:feJ:tfHIV 

iin6©S#*2'30»fc^Sbfc. 2£EUIE#fc77->75/ h 
20 7>^7i7-if (ALT) l^;itf«!&fftbTU*A#tt, Hfttt+ir U 7 (A 

ttffF^ (CH) cn60M0MA^fc*V>Ttt, 
25 ttfcfrofc. nn50»lH. CHA*£9i«lfc#!!B*SU CHlttt, « 

*^SlMfii;£^oT4i;, ^©/jN3i«5E*^r"r*«kOifi5Vigfg©ife36S7S 

bfc. HCV-RNA©iS, ^KDNA^D-^7s/t'f (ChronHCV 
— RNA, Erne ryville, CA) fcJ:07yfe< bfc. HCVifomS^ 
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mi 





«K^- (NV) 




IHSffiBfcCCH) 


N 


23 


14 


43 


1$(M/F) 


20/3 


6/8 


27/16 


«K 


45±10 


46+10 


1 48+8 


ALT 




21 ±5 


91 ±72** 


HCV-RNA$-f£- *** 




3. 5(0-35) 


5. 7(0-37) 






5/ 


27/2/ 



** p<0.01vs.ASC 

*** l + 1 *fii(®S)i±S^^yAmi/ml(Meq/ml)r*a-r 



5 &m&£xfmm f*- a> s i o - 1 2 m 1 u >»Mife£#fco p b 

MCtt, F i c o 1 1 -Hyp aquei?r>a >±©$*$IB38ifr#lifc«fc 0 

mmmm (pbmo £®irl-£. £fr&PBMcs»M*u 

iWDCtt, ^--y?-ij- ( L i n) (CD 3 , CD14, 
CD 16, CD 2 0, ££i[£CD5 6) |£tt:fc«fctfHL A-DR«i L T £ 
10 mbtco Ztlbom&W-h&WtfeLtt®, MDCfc«fctfPDC«$SfcCD 
1 1 c&itfCDl 2 3»8l©/1*-->fcJ:0£*b&. MDCttL i n", H 
LA-DR*. CDllc*, CD1 2 3 lOT «Tfe^, PDC&LirT, HLA 
-DR\ CDllc^CD12 3 hi «»I)|-r^ MDC^ytPDCtt, 

15 Mizftitb, ^©^P"fex©w©frawPDcirffi«Bifi©ssa!35«ft3£snT^ 

So CD3 4WIB, Lin", HLA-DR', CD 1 2 3 + &<J;tf CD 3 4 
Lin-, CD3 4 + , CD12 3\ CD4 5RA", *,fctfL i n". CD3 4*. 
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CD1 2 3*fc£tfCD4 5RA*LLTfemvrzo FACS#*rfc«fcDfc:fc£tt 

tcznbvMi&w-' fe>x~^e>, PBMc©»&siT*£fcfc«fco» 

«fBW#*T©fc*fc:, BDCA-l*5«fctfBDCA-4fl«*v h (Milt 
5 eny iBiotec, Bergisch, Germany) fcj;0, fo^MW. 

(19) , MDC*itfPDCSPBMCSfc«;t7>f-3-h 
(*&#+^«-te>*-) 3^6»«Ufc. Lin*«CD3, 
CD14, CD16, CD20, CD 5 6:fe«ktf^'J > (Stem Ce 
11 Technoloies, Vancouver, Canada) 
10 ^T-;Wtt#T«»WICffl»S«fc«, FACS Vantage SE (Bee 
ton Dickinson I mm unocytometry System 
s, San Jose, CA) TMDCfc<fctfPDC£BiJ*te7-hL&. 

«fcUtPDCCD^«3E^7>^7 (NV) 0»ofc#, A 

15 scm\z&tt zmmzttmvfs.fr ?tco ch^©mdc«, asc^^nvk: 

S«PBMCO«iI>fcjBH«RllHt*#Krr*fc»K:, SHOPBMC, CD 

4*3 t fcOT^«^itss«Lfet^5 > ffiSttB«>e>n&*^fc (x-^si*) o 

Ifc^oT, JrtLttDC0ffe&*^fcV*2:£tt. ^!CPBMC»fcra&<, 

20 CHStK^ViTD C#gtt«fc«^LT^*&J&-C&*. 

DCt^ty h©WK«ia©»4^«fbfc. B 1 omf) (J. Exp. Med. 
192:1785-1796, 2000) fc«fcD«fc3nTV>4«Sffifcbfc#oT, PBMC* 
T, CD 3 4KKHBie (L i n", HLA-DR*, CD 1 2 3*, CD 3 4*) , 
DIIIHg (Lin', CD123\ CD34\ CD 4 5 RA") SklMM 

25 mmmm (Lin", CD12 3\ CD3 4\ CD4 5RA0 ZmiVtZo C 

H»fc*«cD 3 4turBiitt«J:c^oiet(rBinA<z>fta. f*- *ic*w-*.fc 

D ^StCiSfro tztf, A S C#fc:fcfr * "b ©tt F -t- © t> © fc*£ £> o fee, 

£n&©»*«, Mttcmfff^m^t^viTjk^Dc^ct^oHiHgiBis^^ 
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*mMW&# (pbmc) ftztDDcmmotomisJiTmm 

^k#5>T47mmtofr£rty4n-h*WmL, Ficol 1-Hy 
P a q u e ftft*Eft&0BeJ: 0 n?4 a- h*6 P BMC *B*Lfc. ¥*. 
5 BSfflflg, MDC*itfPDCtt ( <*HPn, CD H-Y-f^Df-X, CD 1 ' 

BDCA-l*fc«BDCA-4 DCW^h (Mi 
Itenyi Biotec, Bergi sh-Gl adbach, Germa 
ny) ttm^T, MmizMMLtc. CD 4, CD 8 T«B*«fcrXNKIBfitt, 
PBMCfrS. *W^«t«Stem-Sep*yb (Stem Cel l 
10 Technologies Inc, Vancouver, BC) £ffltr>T#» 
Ltc. CD3 4+jtattKttMAtt. CD3 4-^£atr-X (Mi 1 ten 
yi) &m>TM#M%&mi&fre>)mL1t. 

DC±oaM»TO«SH4FACS Ca 1 i be r (Bee ton Die 
kins on, San Jose, CA) ^l^7D- tf-f M h ij [ Cc t D# 
15 KfLfc, jfefi©&»fctt, DC§, 2%BSA£J;tfO. lX75>fltf-MJ*A 

£Hrtr pbs *T»«flwt#*&«7-r v 1 t t,t4tT3o autre 

MCDte, Lin", HL A — DR + , CDllc* CD 1 2 3'°*T*&t), 
PDCte, Lin", HLA-DR+, CDllc + , CD123 hitb T^0, JLft 
&©Mfc*fr*CD4 0. CD8 0*J:afCD8 3©5Kittft*ofc. f^T 

20 0«Lfc«©«&, 9 0*«kD»}fcofc. 

*»Ufc*«SfcttMDCtt, 10%©FCS, 50 lU/ml0^yij>, 
5O/ig/ml0Xf^hY^», 2mM0L-»$>, 1 OmMon' 
e P e slii^J:^! 0 /iMO«7^S^t CM) , 

5 0 n g/m 1 OGM-C S F£Hf*, 1 0 n g/m 1 © I L- 4 *£&*8;fc 

25 fi^UlMDM (GIBCO Laboratories, Grand I 
si and, NY) +T4- 7 HM«l,fc. PDCIi, CM+Tf 5 0 n g/m 
1 (D I L - 3 ©#£TT4 B 
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^>f yvSV-&^r^7HCVEl*«fcOT2SaSSfflVifc. '>oL-H^<y 
VSVte, ilgg (G) ieWFPSa-Ft51/^^~»T'If 

5 E 1 &cfc££E 2 HSK^WTS (VSV-E1E2) (J. Exp. Med. ; 197 (1) : 
121-127, 2003) . 
[0 0 6 9] 

SW2 8 ^— (Bee kman Coulter Inc., 
Fullerton, CA) T*, 2 0% (v/w) -6 0% (v/w) (D^%R 
10 a atfJET? 25, 0 0 0 rpmT4t^2 ftlBjaM>2«T * C £ J: D Mfi 
U -8 0t:T?&#bfc 

o 

^7-<;i'X1t>y;^©RNA©lit!-^?:^-r ; l>fc:fed«, , TaqMan 
EZ RT-PCR+y h(PE Applied Biosystems, F 

15 os terCi ty, CA) Sffl^fc. ->a-WyvSV RNA©3 2 3 
-bp-fe^>h**«ll'r«»7*7-H^7-fT- (5' - cattattat 
cattaaaaggctc-3' (EHI#31 0) ) *J;^U ^ 
- (5' -gatacaaggtcaaatattccg-3' (@H^J#-t 1 
l) ) , *«k^-fi^a««^P-^ C5' - (6-#;i^*i/-:7;i^Mz: 

20 » -atccagtggaatacccggcagattac- (6 —ts)V 
^'>-fh7^^-o-y$» -3' (SEWtl 2) ] *JBV>fc. BB2^I 
&ffigg (AB I P r i sm7 0 0 0, PE Applied Biosys 
terns) \Z&Y), P CRif^TOM^tB^^- 

25 ^ftfiKS-^viT-y-^^i/tfoutr-ftsftsufc. 

ya - Ki5"f S V$ P BMC ^fctWA/J^^iltfci^OttCil 
Lfco MtbTtt, X>^0-:/geH£WLfcl*VSVAG£fflV>&. jE 
*N$<!:LT«, VSV-Giei^iSUcVSVAG-G^^c. 
a*©jfl$»£, 9 6^x;i/i§^yi/-h^^CM4"T5Xl O'tt/^X 
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»T?W»Lfc. cnfc^-H^-f W^7?*«VS V»E 1 E 2 

(1X1 0 1J RNAntf-/»>x;U) , VSVAG (1X1 0 12 RN AD fcf— / 

ox/W ^divsvAG-G (ixio"RNAnt:-/^x;w *mmv, 

3 7tT-16^>^-hL fco fMlTllll (GFP*«) 

5 mmh, FACS»*fteJ:DBtt©/t— fc>f-5>M»fc. «MA 

©iESfcr?— te>-r-S?«, «5l:lTglfc:%i^= (VSV-E1E2 

^cttVSVAG-G^ffi^tf©GFP + «0%) - (VSV-AG£JB 
V^c££©GFP + j|BJ3£©%) 

£©*§*, VSVAG-Gli, MDC, PDC, J*H|fcfeJ;tfCD 3 4 +5£M 
*«^e>fffc^g|LfcDC^>a.-H^'f yVSV-E 1 E2fc#LT 

15 ia©i?is 

MDC^fcft^GM-CSF0#fiT"eiL-4ttt,t^ 

&aiL-4^wiLfc. 40ifcgsa!S»#fbfct::^, gm-csf 

43«fctfl L-4££fcK«LfcMDC«, GM-CSF©^i:tt)fc^tfe 
20 tXOijtttLT, CDla, CD8 3*J:tfCD8 6©*V>»Sfc*LTW^ 
£021 I L-4^DCMf tLTffJSLfcrt^t. MoDCI;^ 
^T«. GM-CSFttt)»*Lfc«t, GM-CSF^IL-40 

L-3©#fcTT?©#*©4BBfc, PDC«0Bg£ltiRLT, CD40, C 
25 D8 0, CD8 3fe«tTOD8 6©5igil*SiS^& 0 

Umi5lz^t a m*. *T«©ic^«GFP»©;t— fe>r— s?ft^f. 
4Bi©MDCfei^4Bg*5J;^7B@©MoDC^^TGFP+m« 
©6ttfc#, 4BB©PDCfcl^TttB«)6n^^fc. VSVAG-G£jg 
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ffl^fclM hJtH 61", 40@©MDC, 4 

BIOPDC, 4B@^J:t;7 0S©MoDC^5Bltt'>^JV*J»5nfc. * 
fc, GM-CSF0#££fefc»tlbfc4BB©MDCK::fe^Ttt, GFP'iiffl 
fl&©#J£ (n = 3, *5*Hi£«}:tffBffl) tel. 5% (0. 5-2. 2 7%) 
5 -Dtzft, GM-CSF££tfI L-$tth\Z^m\stzh<D\Z&^T\t, «trj» 
VV\*— fe>x-v©GFP«^m^^nfc2 3. 3% (12. 3-2 7. 
0%) „ MoDCtt, SiO»f B 1II Lfc^o TVSVAG-G^i^VSV 
-ElE2l:^bT, m* ©^§tt£^bfc 0 4B@OMoDCtt7ag0Mo 
-DC^DJfcttKJiKWt— t!>T-^©VSV-E 1E2^GFP+«JBS* 
10 tfco EU©!6**>&, *U»MDC*J:WS*0DCtt, 

E 1 E 2-8WM4CK Jl^ftAOfftiifcfcttSS'jL- H^-f^VS V^GHtJK 
tt **B-r 5 fcfe fc , C MlfcM^ S©^M>F£tfU*K © « £8® b fc 
«©S-DCfc*Jj-*HCV-RNASU7;^'f APCRfc«kt)^aUfc. SUM 

15 ic&, M©Hcv-feoD>A-i;3>A o ^^^^»tUTffi^fco 

iS^HCV RNA^^- (1X1 0 5 Ht?-/M) £WU triHCV&Lfc 

(B i o Clinical Partners, Inc, USA). 
3 /x 1 /£x;P©8S®fcfc9 6 7X;i/7>-h©DCfci;tJD*., 3 7CT2 4 TO 
O+a^-Mfc. DC^HJRU, lXFCS£»3teb&IMDMT3IIIifei* 
20 b, ^tlRNe asy Mini Kit (QIAGEN, Germany) ^ 

JBV>TDCd>Sil8RNA*ifctBbfc. 

HCV RNA*»^t"4fc«>ttt. TaqMan EZ RT-PCR k 
it (PEApplied Biosystems) £JB^fc. HCV RNA 
©5' >^fi«©l 6 l-bp-fe^>hS:ii(i-r*7*'7-K^ 

25 5^ (5' -cgggagagccatagtgg-3' (ge#J#-5§ 1 

3) ) fect^UA'-xy^-f^- (5' -cgaaaggccttgtggta 
ct-3' (BBM##1 4) ) , -fim^a*«7'o-7* [5' - (6 

—t!JV^^r> , — y)V^'U^z-i » — ctgcggaaccggtgagtaca 
c- (6-W+^-rh7^?Jl/-D-^» -3' (ieWtl5) ] 
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*J8V>&. Wmi&mt (ABI P r i sm7 0 0 0) ZM^T, PCRigi 
©Hac^&mSr^n^-L, MS©^ >tfhD&j&HCV RNA^Sffrfc 

o P^fcHBiaO'5"6, *%>KV*HCV RNA^-T^-te, GM-CSFC^T? 
5 «ltbfc.4 0B©MDCK:*ViT*ftHi$nfc (016) . dtltt, y^-FH 

twangs nfc. 

C ©j&M^Ti&SUfc. D C ftHC Vfcltefr ££«T3nmtt©&3tl 
RS^V^Tfc©K:, I FN a, I FN 7, CpG ODN 2 0 0 6, CD 4 
0L, poly I : C, TNF a S-fcteL P STjlILfc»tllLTV^ 

15 VVMM&fcO^T, VSV-ElE2©«^©gA^ii^fco DC^IL, 
EDBfc, I FN a (lOOU/ml) , I FN7 (lOOOU/ml) , IL 
-3 (50ng/ml) (lOng/ml) Sr-etl-^nD C fcfll 

tto CpG ODN 2 0 0 6 (lOjtiM) , CD 4 0 L (1/ig/ml) , 
po 1 y I : C (50/ig/ml) , TNF a (20/ig/ml) 

20 LPS (10/ig/ral) tt, is=L-W'OV7.*mm-r%>2 4WMt»lCDCte 

tt**Hl 7 fc^To I L-4^«fctXCpGODN2 0 0 6 ft#il!iK:«Siirr« 
t, GM-CSF+Tig*bfcMDC<!:Jfc$fcLT, VS VAG-GCTOi^ 
ttlC»»*RlSS1"K:, VS V-E 1 E 2^GFP«©A°— fe>T— 
25 StH»>t5 £ ttfWZMZfSL? fco I FN— a, poly I : C, L 

PS££tfTNF-a tt, VSV-E 1 E 2£«fctfVS VAG-G©M^fc^> 
^TGFPMO/t- fe>5r-S?S«i>Sti:fc. «SS!^«ffc«kD. CpG 
ODNtt, GM-CSFttt>fc«F«UfcMDCfc*tt5CD8 3&<fctfCD8 
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DC*fmMm-%Zt\Z&*) , ya-K^^VSV-E 1 E 2 

T>:h £ h-X£VS V-E 1 E 2«A(DE^^OViTI4Mtfco 

GM-CSF.htfc fCig^LfcMD C £ 4 B S KS* Ofig©? >^>£fcte# 
5£ 1 — 7.ti ! b}l3 7X:m 8 0£feK>*i^-bL, vo.-H^'ryvs 
10 V£&®Lfc 0 ya-HK/VSV»il:DC^EDTA (5m 

M) T^Sbfc. DCtff^ffi«t*-e^^HepG2<!:$]t^-r^rc8e){3, 
K^-f TV S V^H©ttffcH epG2^5//g/ml ©V>^>TMSl/&. 
MDC^V>t>«mt, VSV-E 1 E 2^WT^)GFP + «CD 
A— t>T—v«fflSfe#TO^M / >bfe^ > V SVAG-GOftAlcSM 
15 £R££&^fc (018) c V > :f <k 5 & Halite, JUEHCV£ 

satfcMDct43ViT^$nfc (^19) o z\n\zftL, ^^^h-x«v 

SV-E lE2^fc«VSVAG-G©Vi-rniCt>MDClC^^§rat^^ 
m^m^Ct\Z, EDTAttVSV-E 1 E 2 ©«<|££f£T 

20 V > y -7.^©^7Wbt)^ C a 2+ #&# W*H5£TD C<i:VSV-ElE2t(D$B 
S^ffltM#tTV^^t^-ro £tl(I*fb, He pG2iSffllS^*^T«, V 
>^>teVSV-E 1 E20i^£ll*Lft;^fc (02 0) 0 JKDC<h«, V 
SV-E 1 E2©ftA£3S5$H42, HepG2 tMDCtTfiS&Sit^ 
IgLT&O, 7>t>/iiMD C±©»f ICf SSRgf^, VSV-E 

25 lE2±0^(C«^#b75:V^tS:^-ro 

DC\Z&V2>U>7?-><D%mtVSV-E 1 E 2 ©l^tttTOt 
&3/&^£|f'<£fc&K:, GM-CSFttfcfci&^LfcMDC^GM-CS 
F£IL-4t<Dm.%-&t>-&T~mmVtzMD-C\Z-D^T, DC-SIGN, T> 
(MR) &&tfy>z?^)>(DmL*ycMihtc» DC-SIG 
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N0»att f GM-CSP*J:tfIL-4ti:fefcWlbfcMDCfc^T. G 
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1. IL-15, $XD^ HI»i»JSti™i'i'f >^I^ 

2 . i l - 1 5 an i Git®iEiK&&tt. 

3. IL-l 5£-gqrr*. tttCWOMl^^TI FN-a til 

2 fBfc<Z>BI£&Jftfe. 

fn— a tmm?ztctb(Dmim4f!&m<DmM®.f&®o 

K, GM-CSF, IL-4, LPS, CD 4 0 L, polyl : C, TNF — 
a I FN-r OBftSn*. l*3fcS4 *fctt5 fc!31W>B 

15 niaj$4ii. 

8. U9?>m&*im&'gJCfZ, «ttCffljff*OJ!MRlC*V»TI.FN-a 

10. I L - 1 5, $XD-f K*»^JfiUi6Jft*!*H : fXtf^^3 L >Je^*Jl 

11. IL-15, Ua^ FmM®ll^Wf>^»S 

12. ftttCSJff^S^-r-SfcfeOEllOtSBiCDfcJ&OIL-l 5, 5XD 
-f h* XttKiRMMMit &tf/X » U £ ^ >ii££tifl©&ffl o 
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SEQUENCE LISTING 
<110> Intellectual Property Consulting Incorporated 
<120> Composition for Treatment of Chronic Hepatitis C 
<130> P04 : 145PCT 



<130> P04-118PCT 

<150> JP 2003-315498 
<151> 2003-09-08 

<160> 15 

<170> Patentln version 3.1 

<210> 1 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 1 

acacccagca gtggggggat 

<210> 2 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 2 

gcagggaatt gaatcccagc t 



21 
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<210> 3 
<211> 21 
<212> DNA 
<213> homo sapiens 

<400> 3 

agcagtcgtg agtttgccca c 21 

<210> 4 

<211> 18 

<212> DNA 

<213> homo sapiens 

<400> 4 

taaaacagaa gccaactg 18 



<210> 5 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 5 

caagaagtgt tgatgaacat 20 



<210> 6 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 6 

gtcaagagct acagcttgta c 



21 
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<210> 7 
<211> 19 
<212> DNA 
<213> homo sapiens 

<400> 7 

ggtgagcttt ctcctggag 

<210> 8 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 8 

gccacccaga agactgtgga tggc 

<210> 9 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 9 

catgtaggcc atgaggtcca ccac 

<210> 10 

<211> 22 

<212> DNA 

<213> vesicular stomatitis virus 



<400> 10 

cattattatc attaaaaggc tc 



22 
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<210> 11 
<211> 21 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 11 

gatacaaggt caaatattcc g 21 



<210> 12 
<211> 26 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 12 

atccagtgga atacccggca gattac 26 



<210> 13 

<211> 17 

<212> DNA 

<213> hepatitis C virus 

<400> 13 

cgggagagcc atagtgg 17 



<210> 14 

<211> 19 

<212> DNA 

<213> hepatitis C virus 



<400> 14 
cgaaaggcct tgtggtact 



19 
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<213> hepatitis C virus 
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